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DETAILED ACTION 

1 . Claims 74-94 are currently pending in the application. 

2. In the prior action, claims 94-93 were pending, with claims 74-84 rejected, and claims 
85-93 withdrawn as to non-elected inventions. In the Response of February 9, 2006, the 
Applicant amended claims 74 and 75, and added new claim 94. 

Claims 74-84 and 94 are under consideration. 

Claim Rejections - 35 USC § 103 

3. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

4. (Prior Rejection- Maintained) Claims 74-76, 78, 80, and 82-84 were rejected under 35 
U.S.C. 103(a) as being unpatentable over Lipford in view of the teachings of Kensil. These 
claims describe compositions comprising an antigen, the saponin QS-21, and sterol (preferably 
cholesterol) in excess by weight to the saponin of 1:2 to 1:100. Newly added claim 93 
additionally requires that the composition is in the form of a unilamellar liposome. As such 
compositions are suggested by Lipford, the rejection is extended to this claim. 

The teachings of Lipford and Kensil have been described previously. The Lipford 
reference teaches the formation of Quil A containing liposomes as an alternative to the use of 
ISCOMs because liposomes are more versatile with respect to the incorporation and delivery of 
antigens. Page 78. Kensil teaches that the QS21 fraction of Quil A has adjuvant properties. Thus, 
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it would have been obvious to those in the art to substitute this purified fraction for the crude 
Quil A used in Lipford. 

In the Response, the Applicant traverses the rejection on two grounds. First, the 
Applicant asserts that the art teaches that QS21 is not able to form ISCOMs, and that those in the 
art would therefore not be motivated to combine the teachings of Lipford with those of Kensil. 
Second, the Applicant asserts that there would be insufficient motivation to use QS21 in the 
place of Quil A as the Kensil reference does not clearly teach that the fraction has either greater 
adjuvant effect or lower hemolysis than Quil A. These arguments are not found persuasive. 

With respect to the first argument, it is noted that the present claims are not drawn to the 
incorporation of QS21 into ISCOMs. Rather, the application specifically teaches that the 
presently claimed compositions, wherein the sterol is in excess to the saponin, are liposomes; 
whereas in ISCOMs the saponin is present in excess of the sterol. See e.g., pages 5 and 9. 
Further, Lipford is teaching liposomes as an alternative to the use of ISCOMs. While the 
properties of ISCOMs were referred to in the prior action, this was to show indications of 
adjuvant effect, and not as an indication as to the structure suggested by the references. Thus, the 
fact that QS21 may not have been known in the art to form ISCOMs does not tech away from its 
incorporation into liposomes. 

In addition, it is noted that one of the two references relied on by the Applicant to show 
that QS21 does not form ISCOMs per se, does teach that QS21 binds to and forms an ISCOM- 
like complex with cholesterol. WO 92/06710, pages 18-19. Thus, while those in the art may not 
have had a reasonable expectation of success in the use of QS21 containing ISCOMs, they would 
have had sufficient information to suggest that the saponin could be incorporated into liposomal 
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formations with cholesterol as suggested by Lipford. It is additionally noted that Kensil also 
indicates that the saponins disclosed therein may be incorporated into liposomes. See e.g., 
column 11, lines 27-29. See also, Prieels et al., WO 94/00153, pages 5-6 (suggesting the 
incorporation of an adjuvant composition comprising QS21 into a carrier, such as a liposome). 
Thus, the teachings of the art regarding the lack of ISCOM formation using QS21 are not 
sufficient to demonstrate that the saponin would not have been expected to work in a liposomal 
formation such as in Lipford. 

With respect to the suggestion for the use of QS21 in Kensil, regardless of the teachings 
in Kensil regarding the operability of QS21 in comparison to Quil A, the reference does indicate 
that the compound has adjuvant activity. Thus, because the art indicates that both Quil A and 
QS21 are adjuvants (Kensil, column 6) and are thus functional equivalents, it would have been 
prima facie obvious to substitute one with the other. See e.g., MPEP § 2144.06. Thus, the 
Applicant's arguments with respect to the suggestion for the substitution of QS21 for Quil A are 
also not found persuasive. 

For these reasons, and the reasons of record, the rejection is maintained. 

5. (Prior Rejection- Maintained) Claims 77, 79, and 81 were additionally rejected under 
35 U.S.C. 103(a) as being unpatentable over either Lipford in view of Kensil as applied against 
claims 74-76, 78, 80, 82-84, and 94 above, and further in view of Prieels et al. (WO 94/00153). 
Dependent claims 77, 79, and 81 describe a composition as claimed above wherein the adjuvant 
formulation also comprises alum salts and/or 3 De-O-acylated monophosphoryl lipid A. The 
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Applicant traverses this on the same grounds as argued with respect to the rejection over Lipford 
and Kensil above. 

In addition to the teachings of Lipford and Kensil, the Prieels reference provides 
additional motivation to use the QS21 formulation disclosed therein to take advantage of the 
synergy of this Quil A fraction with 3D-MPL, or 3D-MPL and an aluminum salt. Further, as was 
indicated above, this reference also specifically indicates that the compositions may be delivered 
in the form of a liposome. Pages 5-6. These teachings, in combination with those of Lipford 
teaching the added benefits for the use of liposomes in saponin adjuvant formulations, would 
have rendered the claimed compositions obvious to those of ordinary skill in the art. Thus, for 
these reasons, and the reasons described above, the Applicant's arguments in traversal are not 
found persuasive. 

Conclusion 

6. No claims are allowed. 

7. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
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however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

8. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Zachariah Lucas whose telephone number is 571-272-0905. The 
examiner can normally be reached on Monday-Friday, 8 am to 4:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Housel can be reached on 571-272-0902. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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